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^ (54) Tltre : UTILISATION DU SEL DISTRONTIQUE DE L'ACIDE 2-[N.N-DI(CARBOXYMETHYL)AMINO]-3-CYANO-4- 
52 CARBOXYMETHYL-THIOPHENE-5-C/VRBOXYLIQUE POUR UOBTENTION DE MEDICAMENTS DESTINES AU TRAI- 
^ TEMENT DES DOULEURS GASTRO-DUODENALES 

^ (57) Abstract: The invention relates to the use of the distiontium salt of the acid 2-[N,N-di(carboxymediyl)amino]-3-cyano-4-car- 
boxymethyl-thiophene-5-carboxylate for the production of medicaments for the treatment of gastro-duodenal pain. 



(57) Abrege : La pr^sente invention conceme Tutilisation du sel distrontique de Tacide 2-[N,N-di(carboxym6thyl)amino]-3- 
cyano-4-carboxy methyl -thioph^ne-5-carboxylique pour Tobtention de m^icaments destines au traitement des douleurs 
gastio-duod^nales. 
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UTILISATION DU SEL DISTRONTIQUE 



DE L'ACIDE 2-[N;V-DI(CARB0XYMETHYL)AMIN01-3-CYAN0-4- 
CARBOXYMETHYL-THIOPHENE-5-CARBOXYLIQUE 
POUR L^OBTENTION DE MEDICAMENTS DESTINES AU TRAITEMENT DES 



La pr6sente invention conceme Tutilisation du sel distrontique de I'acide 2-[N,N- 
di(carboxymethyl)amino]-3-cyano-4-carboxyni6thyl-thiophfene-5-carboxyU pour 
I'obtention de medicaments destines au traitement des douleurs gastro-duod&nales. 

Le sel distrontique de Tacide 2-[N,N-di(carboxym6thyl)amino]-3-cyano-4-carboxymethyl- 
thioph6ne-5-carboxylique a et6 d^rit dans le brevet EP 0 415 850. Ses propriet6s anti- 
osteoporotiques peraiettent son utilisation des maladies osseuses comme Tosteoporose. II 
peut egalement etre utilis6 dans le traitement du vieillissement cutan6 et vasculaire, des 
affections hepatiques et des affections dentaires. 

Le sel distrontique de Vacide 2-[N,N-di(carboxymethyl)amino]-3-cyano-4-carboxymethyl- 
thiophene-S-carboxylique possede d*autre part des proprietes antiarthrosiques qui le 
rendent utile dans le traitement de Tarthrose comme decrit dans le brevet EP 0 813 869. 

La demanderesse a pr6sentement decouvert que le sel distrontique de Vacide 2-[N,N- 
di(carboxym6thyl)ainino]-3-cyano-4-carboxym6thyl-thioph6ne-5-carboxylique de formule 
(I) ainsi que ses hydrates possMe des propri^tSs gastroprotectrices permettant son 
utilisation pour I'obtention de medicaments destines au traitement des douleurs gastro- 
duod^nales : 



DOULEURS GASTRO-DUODENALES 




CHjCOf 
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En effet, il a ete montre dans une etude clinique que le compose de formule (I) denomme 
egalement ran^late de strontium permettait d'ameliorer significativement les douleurs 
gastriques. 

Ce resultat est d*autant plus surprenant que lots d'une 6tude in vivo realisee avec un autre 
sel de strontium (le chlorure de strontium), il a 6t6 obsCTve que le chlorure de strontium 
provoquait chez des animaux trait6s des lesions superficielles h^orragiques tchs 
rapidement. 

LTiomme du metier n'await ainsi sans doute pas imagine qu'un autre sel de strontium, en 
Voccurrence le ranelate de strontium permettrait d'obtenir TefFet inverse. 

Ces resultats tout a fait surprenants permettent done d'envisager Tutilisation du ranelate de 
strontium et de ses hydrates pour Tobtention de compositions pharmaceutiques utiles dans 
le traitement des douleurs gastro-duod^nales et notamment des gastrites et des duodenites 
et de toutes les inflammations de la muqueuse de Testomac qu'elles soient aigues ou 
chroniques. 

Les gastrites et duod6nites correspondent k des ^tats d'irritation de la muqueuse digestive 
qui s'accompagnent de douleurs abdominales quotidiennes rythmics par les repas. Elles 
sont aggravees par diff^rents types d' aliments ou de boissons alcoolisees. Elles peuvent 
pr^ceder la survenue d'ulceres, Elles justifient Tadministration de traitements divers pour 
protSger la muqueuse, ou diminuer la secretion acide. 

Les compositions pharmaceutiques seront presentees sous des formes convenant aux 
administrations par voie orale, parenterale, transcutanee, nasale, rectale, perlinguale, et 
notamment sous forme de preparations injectables, comprimes, comprimes sublinguaux, 
glossettes, gelules, capsules, tablettes, suppositoires, cremes, pommades, gels dermiques, 
etc... 

Outre le ranelate de strontium et ses hydrates eventuellement, les compositions 
pharmaceutiques selon Finvention contiennent un ou plusieurs excipients ou v6hicules 
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choisis parmi des diluants, des lubrifiants, des liants, des agents de desintegration, des 
absorbants, des colorants, des edulcorants, etc... 

A titre d'exemple et de manidre non limitative, on peut citer : 

♦ pour les diluants : le lactose, le dextrose, le sucrose, le mannitol, le sorbitol, la cellulose, 
la glycerine, 

♦ pour les lubrifiants : la silice, le talc, I'acide st6arique et ses sels de magnesium et de 
calcium, le polyethylene glycol, 

♦ pour les Hants : le silicate d'aluminium et de magnesiiun, Vamidon, la gelatine, la 
tragacanthe, la methylcellulose, la carboxym6thylcellulose de sodium et la 
polyvinylpyrrolidone, 

♦ pour les desintegrants : Tagar, Tacide alginique et son sel de sodium, les melanges 
effervescents. 

La posologie utile varie selon le sexe, Tage et le poids du patient, la voie d'administration, 
la nature de Taffection et des traitements 6ventuellement associds et s'echelonne entre 
25 mg et 6 g de ran^late de strontium par 24 heures, par exemple entre 100 mg et 4 g de 
produit par 24 heures. 

De manifere pref6rentielle, la dose joumalifere de ranSlate de strontium sera de 2 g par jour. 
Etude clinique : 

Cette etude a ete realisee sur 1649 patients. 719 ont ete traites par le ranelate de strontium, 
723 ont etc traites par un placebo. La duree de traitement a ete de 1101 ± 321 jours. La 
dose administree de ranelate de strontium a ete de 2 g/jour. 

n a 6te observe apres traitement que les douleurs gastriques ont 6te significativement 
diminu^es sur le groupe de patients traites par le ranelate de strontium (au moins 30%) 
comparativement au groupe de patients traites par le placebo. 
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REVENPICATIONS 



1- Utilisation du sel distrontique de I'acide 2-|N,N-di(caiboxyinethyl)ainino]-3-cyano-4- 
carboxym6thyl-thioph6ne-5-carboxylique ou de ses hydrates pour Vohtcntion d'un 
medicament destine au traitement des douleurs gastro*duodenales. 

5 2- Utilisation selon la revendication caracterisee en ce que le medicament est destine au 
traitement des gastrites. 

3- Utilisation selon la revendication 1 caracterisee en ce que le medicament est destine au 
traitement des duodenites. 
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TRAITE DE COOPERATION EN MATIERE DE BREVETS 

PCT 

RAPPORT DTXAMEN PR^UMINAIRE INTERNATIONAL 

(article 36 et regie 70 du PCT) 
(Rapport rationalise d'apris le oonniiiiiuque du prudent de TOEB public an JO ll/2AVif)PO 



. RECEIVED 

3 1 AUG 2004 



PCT 



R§ft&renoe du dossier du d6posant ou 
du mandataire 

12911-GASTRIC 


M*t«»w^ 1 n.^».Tii.fn.« Voir la notification de transmission du rapport d'examen *. 
POUR SUITE A DONNER p^iiininairc international (formulaire PCT/IPEAJ416) 


Demande internationale n* 

PCT/rR03/03279 


Date du depot intemationai 
(Jowlmoislannee) 

04/11/2003 


Date de priQrit& (Jow/moislannie) 
05/11/2002 


Classification internatioaale des brevets (CIB) ou classificalion nadonale et CIB 

A61K31/381 


Deposant 

LES LABORATOIRES SERVIER et al. 



1. Le present rapport d'examen prelimiriaire intemationai, 6tabli par I'administratian charge de I'examen pr61iminmte 
intemationai, est transmis au deposant conformement k I'article 36. 



, feuilles, y comprise la pr6sente feuille de couverture. 



Ce RAPPORT comprend J 

I I n est axx^ompagne d'ANNEXES, c'^est-^b-dire de feuilles de la description, des revendications ou des dessins qiu ont 
— ete modifiees et qui servent de base au present report ou de feuilles contenant des rectifications faites aupres de 

['administration diargee de I'examen preliminaire international (voir la regie 70.16 et llnstruction 607 des 

Instructions admimstratives du PCT). 



Ces annexes conq)rennent _ 



feuilles. 



Le pr6sent rapport contient des indications relatives aux pdnts suivants: 

I [X] Base du rapport 
n Q Priorite 

III rn Absence de formulation d'opinion quant k la nouveaute, I'activite inventive et la possibiUte d'^plication 

industrielle 

IV Absence d'unite de llnvention 

V [X] D6daration motiv6e quant k la nouveautd I'activite inventive et la possibilite d'l^plication indu^ielle; 
citations et explications k Tappui de cette d^aration 

VI Certains documents dt&s 
VII Irregularites dans la demande internationale 
VIII Observations relatives a la demande Internationale 



Date de presentation de la demande d'examen preliminaire 
international 

19/05/2004 



Nom et adresse postale de Tadministration chargde de Texamen 
preliminaire international 

Office Europeen des Brevets 
D-80298 Munich 
S/JI TeL (+49-89) 2399-0, Tx: 523656 epmu d 
Fax: (+49-89) 2399-4465 



Date d'ach^vement du present rapport 
25/08/2004 



Ponctionnalre autoris6 
SEEGERT K 

Tel. (+49-89) 2399 2828 




Formulaire PCT/iPEA/409 P20477 (feuille de couverture) (octobre 2002) 



RAPPORT D'EXAMEN Demande intemationale n*^ PCT/FR03/03279 

PRELIMINAIRE INTERNATIONAL 



I. Base du rapport 

Le present rapport d*examen pr6liminaire international se base sur la demande telle que 
d§pos§e initialement. 

V. Declaration motiv^e selon la rdgle 66.2.a (ii) quant h la nouveaute, Tactlvltd Inventive 
et la possibility d*application industrielle 



A la lumiere des documents cites dans le rapport de recherche intemationale, il est 
considers que Tinvention telle que revendiquee dans Tune au moins des revendications 
ne semble pas r6pondre aux criteres enonces a Tarticle 33.1 PCT, c*est-a-dire qu'elle ne 
semble pas dtre nouvelle ou impliquer une activity inventive (voir rapport de recherche 
intemationale, en particulier les documents cites X et/ou Y et les ndferences 
des revendications correspondantes). 



Formulaire PGT/409NF1 (OEB-03-2002) P20751 



PCT/FR2003/003279 



PATENT COOPERATION TREATY 

PCX 

INTERNATIONAL PRELBVUNARY EXAMINATION REPORT 

(PCX Article 36 and Rule 70) 



Applicant's or agent's file reference 
12911-GASTRIC 



International application No. 

PCT/FR2003/003279 



See Notification of TYansmittal of International 
FOR FURTHER ACTION p„iiiniiiaiyBcaidnationRq)ortOPorniPCT/IPEA/416) 



Inteinational filing date (fU^/month/year) 
04 novemhre 2003 (04. 1 1 .2003) 



Priority date {dt^/tnonthfyear) 
05 noveiribre 2002 (05.1 1.2002) 



International Patent Classification (EPQ or national classification and IPC 
A61K 31/381 



Applicant 



LES LABORATOIRES SERVIER et al. 



1 TWsintenu^onalprelinnnaryexanrinationreporthasbe^^preparedbyft^ 
and is transmitted to the appUcant according to Article 36. 



2. This REPORT consists of a total of , 



. sheets, including this cover sheet 



70.16 and Section 607 of the Administrative Instructions under the PCX). 



These annexes consist of a total of. 



sheets. 



3. This report contains mdications relating to die following items: 



I 12SJ 
m □ 

IV □ 
V 



Basis of die report 

Priority 

Non-estabUshn^nt of opinion with regard to novelty.inventive step and ind^ 

Lack of unity of invention 

Reasoned statement under Articles 5(2) ^^^^ novelty, inventive step or industrial appUcability; 



Stations and explanations supporting sudi statement 

yj Q Certain documents cited 

Q Certain defects in the international application 
yjjj Q Certain observations on Ae international appUcation 



Date of submission of the demand 

19 xnai 2004 (19,05.2004) 



Date of conq>letion of this report 

25 August 2004 (25.08.2004) 



Name and mailmg address of die IPEA/EP 




Facsimile No< 
FormPCT/IPEA/409 (cover sheet) (July 1998) 



Authorized officer 



Telephone No. 



f 



INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



international application No. PCT/FR2003/003279 



Basis of the report 

The basis of International preliminary examination report is the application as originally filed. 

Reasoned statement under Rule 66.2(a)(ll) with regard to novelty, inventive step or 
industrial applicabiiity 

in liaht of the documents cited in the international search report, it is <^"sidered 
Sai^e^lonasd^^^^^^ 

rorvfa^^rerv^it;^^^^^^ 

cfted X and/or Y and conresponding claim references). 



Form PCT/409NE1 (EPO-Mareh 2002) P20752 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



I, ADRIAN PAUL BROWN, M.A., M.I.L., M.I.T.I., declare 

1 . That I am a citizen of tiie United Kingdom of Great Britain and Northern 
Ireland, residing at 5 Gilbert Road, London, SE1 1 4NZ. 

2. That I am well acquainted with the French and English languages. 

3. That the attached is a true translation into the English language of 

the Request and Specification as filed of International Patent Application 
No. PCT/FR2003/003279. 

4. That all statements made herein of my own knowledge are true and that all 
statements made on information and belief are believed to be true; and 
further that these statements are made with the knowledge that wilful false 
statements and the like so made are punishable by fine or imprisonment, or 
both, under Section 1001 of Title 18 of the United States Code and that such 
wilful false statements may jeopardise the validity of the patent application in 
the United States of America or any patent issuing thereon. 



DECLARED THIS ZlfT DAY OF FEBRUARY 2005 




A P BROWN 



PCX 

REQUEST 



The undersigned requests that the present 

international application be processed 
according to the Patent Cooperation Treaty. 



eiving Office use only 



International Application No. 



International Filing Date 



Name of receiving OfTice and "PCX International Application** 



Applicant's or agent's file reference . , A QTDir^ 

(ijf desired) (12 characters maximum) I i I -OMO I r\IO 



Box No. I TITLE OF INVENTION Use of the distro 
cyano-4-carboxymethyl-thiophene-5-carboxylicacid 
of fiastro-duodenal oain 


ntium salt of 2-(N,N-DI(carboxymethyl)ammo)-3- 
in obtaining medicaments intended for the treatment 


Box No. II APPLICANT | | This person is also inventor 


Name and address: (Family nimte/ollowed by given name: /or a legal entity. JulloJTicm^ 

The address must include postal code and name of country. The country of the address indicated in this 

BoxistheappUcant'sState(thatis,country)ofresidenceifnoStateofresidenceisindicate^ 

LES LABORATOIRES SERVIER 
12, Place de La Defense 
92415 COURBEVOIE Cedex 
FRANCE 


Telephone No. 

01.55.72.60.00 


Facsimile No. 

01.55.72.72.13 


Teleprinter No. 


Applicant's registration No. with the Office 


State (that is, country) of nationality: 

FR 


State (that is, country) of residence: 

FR 


This person is applicant 1 1 all designated all designated States except | 1 the United States 1 | Ac States indicated in 

for the purposes of: 1 1 States [AJ the United States of Amcnca | | of Amcnca only | I the Supplemental Box 


Box No. Ill FURTHER APPLICANT(S) AND/OR (FURTHER) INVENTOR(S) 


Name and address: (Family namefoUowed by given name; for a legal entity, JuU official designation. 
The address must include postal code and name of country. The country of the address indicated in this 
Box is theapplicant *s State (thai is, country) of residence ifno State of residence is intBcated below.) 

TSOUDEROS. Yannis 
238, boulevard Raspail 
75014 PARIS 
FRANCE 


This person is: 

1 1 applicant only 

|X| applicant and inventor 

1 — 1 inventor only (ff this check-box 
1 1 is marked, do not fiU in below.) 


Applicant's registration No. with the Office 


State (that ts, country) of nationality: 

FR 


State (that is, country) of residence: 

FR 


This person is applicant 1 1 all designated | 1 all designated States except fgl the United States 1 | the States indicated in 

for the purposes of: 1 1 States 1 1 the UniSsd States of Amenca l^LI of America only 1 1 the Supplemental Box 


[X] Further applicants and/or (further) inventors are indicated on a continuation sheet. 


Box No. IV AGENT OR COMMON REPRESENTATIVE; OR ADDRESS FOR CORRESPONDENCE 


The person identified below is hereby/has been appointed to act on behalf 1 1 agent fl?! con^"™*^" . 
of the applicant(s) before the competent International Authorities as: 1 1 ^ representative 


Name and address: (Family name followed by given name; for a legal entity, fiill official designation. 
The address must include postal code and name of country,) 

LES LABORATOIRES SERVIER 
12, Place de La Defense 
92415 COURBEVOIE Cedex 
FRANCE 


Telephone No. 

01.55.72.60.00 


Facsimile No. 

Q1 .55.72.72. 13 


Teleprinter No. 


Agent's registration No. with the Office 


1 — 1 Address for correspondence: Mark this check-box where no agent or common representative is/has been appointed and the 
1 1 space above is used instead to indicate a special address to which correspondence should be sent. 



Form PCT/RO/IOl (first sheet) (March 2001; reprint July 2002) 



See Notes to the request form 



Sheet No. 



Box No. V DESIGNATION OF STATES Mark the explicable check-boxes below; at least one must be marked 



The following designations are hereby made under Rule 4.9(a): 
Regional Patent 

□ AP ARIPO Patent: GH Ghana, GM Gambia, KE Kenya, LS Lesotho, MW Malawi, MZ Mozambique, SD Sudan, 

SL Sierra Leone, SZ Swaziland, TZ United Republic of Tanzania, UG Uganda, ZM Zambia, ZW Zimbabwe, and any other 
State which is a Contracting State of the Harare Protocol and of the PCT (if other kind of protection or treatment desired, 
specify on dotted line) ♦ 

El EA Eurasian Patent: AM Armenia, AZ Azerbaijan, BY Belarus, KG Kyrgyzstan, KZ Kazakhstan, MD Republic of Moldova, 
RU Russian Federation, TJ Tajikistan, TM Turicmenistan, and any other State which is a Contracting State of the Eurasian 
Patent Convention and of the PCT 

IS EP European Patent: AT Austria, BE Belgium, BG Bulgaria, CH & LI Switzerland and Liechtenstein, C Y Cyprus, CZ Czech 
Republic, DE Germany, DK Denmark, EE Estonia, ES Spain, FT Finland, FR France, GB United Kingdom, GR Greece, 
HU Hungary, IE Ireland, IT Italy, LU Luxembourg, MC Monaco, NL Netherlands, PT Portugal, RO Romania, SE Sweden, 
SI Slovenia, SK Slovakia, TR TUrkey, and any other State which is a Contracting State of the European Patent Convention 
and of the PCT 

□ OA OAPI Patent: BF Burkina Faso, BJ Benin, CF Central African Republic, CG Congo, CI Cote d*Ivoire, CM Cameroon, 

GA Gabon, GN Guinea, GQ Equatorial Guinea, GW Guinea-Bissau, ML Mali, MR Mauritania, NE Niger, SN Senegal, 
TD Chad, TG Togo, and any other State which is a member State of OAPI and a Contracting State of the PCT (if other land 

of protection or treatment desired, specify on dotted line) 

National Patent (if other kind of protection or treatment desired, specify on dotted line): 

Bi AE United Arab Emirates IS HR Croatia H OMOman 

S AG Antigua and Baibuda B HU Hungary B PG Papua New Guinea 

El AL Albania IS ID Indonesia H PH Philippines 

H AM Armenia H IL Israel El PL Poland 

El AT Austria H IN India H PT Portugal 

H AU Australia H IS Iceland H RO Romania 

AZ Azeibaijan H JP Japan IS RU Russian Federation 

IS BA Bosnia and Herzegovina IS KE Kenya 

S BB Barbados H KG Kyrgyzstan 13 SC Seychelles 

S BG Bulgaria H KP Democratic People's Republic (Zl SD Sudan 

IS) BR Brazil of Korea IS SE Sweden 

12 BY Belarus El KR Republic of Korea El SG Singapore 

B BZ Belize El KZ Kazakhstan H SK Slovakia 

S CA Canada IS LC Saint Lucia BI SL Sierra Leone 

S CH & LI Switzerland and Liechtenstein S LK Sri Lanka El SY Syrian Arab Republic 

El CN China EI LR Liberia El TJ Tajikistan 

El CO Colombia H LS Lesotho H TM Turkmenistan 

El CR Costa Rica IS LT Lithuania H TN Tunisia 

El CU Cuba H LU Luxembourg BI TR Turkey 

El CZ Czech Republic B LV Latvia BI TT Trinidad and Tobago 

El DE Germany 13 MA Morocco 

H DK Denmark H MD Republic of Moldova IS TZ United Republic of Tanzania 

S DM Dominica El UA Ukraine 

El DZ Algeria H MG Madagascar 13 UG Uganda 

B EC Ecuador S MKThe former Yugoslav Republic of BI US United States of America 

C3 EE Estonia Macedonia 

S ES Spain IS MN Mongolia H UZ Uzbekistan 

H FI Finland El MWMalawi 0 VC Saint Vincent and the Grenadines 

IS GB United Kingdom El MX Mexico H VN Vict Nam 

IS GD Grenada B MZ Mozambique EI YU Seibia and Montenegro 

IS GE Georgia El NI Nicaragua IS ZA South Africa 

IS GH Ghana 0 NO Norway BI ZM Zambia 

IS GM Gambia 13 NZ New Zealand IS ZW Zimbabwe 

Check-boxes below reserved for designating States which have become party to the PCT after issuance of this sheet: 

□ □ □ 



Precautionary Designation Statement: In addition to the designations made above, the applicant also makes under Rule 4.9(b) all 
other designations which would be permitted under the PCT except any designation(s) indicated in the Supplemental Box as being 
excluded from the scope of this statement. The applicant declares that those additional designations are subject to confirmation and that 
any designation which is not confirmed before the expiration of 1 5 months from the priority date is to be regarded as withdrawn by the 
applicant at the expiration of that time limit. (Confirmation (includingfees) must reach the receiving Office within the 15-month time limit.) 



Form PCT/RO/lOl (second sheet) (July 2003) 



See Notes to the request form 



Sheet No. ...3... 



Box No. VI PRIORITY CLAIM 



The priority of the following earlier application(s) is hereby claimed: 



Filing date 
of earlier application 
(day/month/year) 


Number 
of earlier application 


Where earlier application is: 


national application: 
country or Member 
of WTO 


regional application:* 
regional Office 


international application: 
receiving Office 


iteni(l) 
5 November 2002 
(05/11/02) 


02. 13805 


FR 






item (2) 










item (3) 










item (4) 










item (5) 











I I Further priority claims are indicated in the Supplemental Box. 



The receiving OfRce is requested to prepare and transmit to the International Bureau a certified copy of the eariier application(s) (only 
if the earlier application was filed with the Office which for the purposes of this international application is the receiving Office) identified 
above as: 

□ all items [gitem(l) □ item (2) □ item (3) □ item (4) □ item (5) □ s^ppiemental Box 

♦ Where the earlier application is an ARIPO application, indicate at least one country party to the Paris Convention for the Protection of 
Industrial Property or one Member of the World Trade Organization for which that earlier application wasftled (Rule 4J0(b)(ii)): 



Box No. VII INTERNATIONAL SEARCHING AUTHORITY 

Choice of International Searching Authority (ISA) (if two or more International Searching Authorities are competent to carry out the 
international search, indicate the Authority chosen; the two-letter code may be usetO- 

ISA/ 

Request to use results of earlier search; reference to that search (if an earlier search has been carried out by or requested from the 
International Searching Authority): 

Date (day/monthfyear) Number Country (or regional Office) 

13/08/03 FA 630001 FRANCE 



BoxNo.VIU DECLARATIONS 



The following declarations are contained in Boxes Nos. VIII (i) to (v) (mark the applicable Number of 

check-boxes below and indicate in the right column the number of each type of declaration): declarations 

Declaration as to the identity of the inventor : 

Declaration as to the applicant's entitlement, as at the international filing 
date, to apply for and be granted a patent 

Declaration as to the applicant's entitlement, as at the international filing 
date, to claim the priority of the earlier application 

Declaration of inventorship (only for the purposes of the designation of the 
United States of America) 

Declaration as to non-prejudicial disclosures or exceptions to lack of novelty 



□ Box No. VIII (i) 

□ Box No. VIII (ii) 

□ Box No. VIII (iii) 

□ Box No. VIII (iv) 

□ Box No. VIII (v) 



Form PCT/RO/IOI (third sheet) (July 2002) 



See Notes to the request form 



Sheet No. 



Box No. IX CHECK LIST; LANGUAGE OF FILING 



This international application contains: 

(a) in paper form, the following number of 

sheets: 

request (including 

declaration sheets) : ' 

description (excluding 
sequence listing and/or 
tables related thereto) 

claims 
abstract 
drawings 

Sub-total number of sheets 

sequence listing 

tables related thereto 

(for both, actual number of 
sheets if filed in paper form, 
whether or not also filed in 
computer readable form; 
see (c) below) 

Total number of sheets 

(b) □ only in computer readable form 

(Section 801(a)(i)) 

(i) □ sequence listing 

(ii) □ tables related thereto 

(c) □ also In computer readable form 

(Section 80 l(a)(ii)) 

(i) □ sequence listing 

(ii) □ tables related thereto 

Type and number of carriers (diskette, 
CD-ROM, CD-R or other) on which are 
contained the 

Q sequence listing: 

□ tables related thereto: 

(additional copies to be indicated under 
items 9(ii) and/or IO(ii), in right column) 



3 
1 
1 



This international application is accompanied by the following 
item(s) (mark the applicable check-boxes below and indicate in 
right column the number of each item): 

1 . B fee calculation sheet 

2. H original separate power of attorney 

3. □ original general power of attorney 

4. □ copy of general power of attorney; reference number, 

if any: 

statement explaining lack of signature 



Number 
of items 



5. □ 

7. □ 

8. □ 

9. □ 

(i) 
(ii) 



(iii) 
10. □ 

(i) 



priority document(s) identified in Box No. VI as 
item(s): 

translation of international application into 
(language): 

separate indications concerning deposited microorganism 
or other biological material 

sequence listing in computer readable form 
(indicate type and number of carriers) 

□ copy submitted for the purposes of international search under 
Rule 1 3ter only (and not as part of the international application) : 

□ (only where check-box ft))(i) or (c)(i) is marked in left colunm) 
additional copies including, where applicable, the copy for the 
purposes of international search under Rule 1 3ter 

□ together with relevant statement as to the identiw of the copy or 
copies with the sequence listing mentioned in len column 



tables in computer readable form related to sequence listing 
(indicate type and number of carriers) 

□ copy submitted for the purposes of international search under 
Section B02(b-guater) only (and not as part of the international 
application) * 

□ (only where check-box (b)(ii) or (c)(ii) is marked in left column) 
additional copies including, where applicable, the copy for the 
purposes of international search under Section 802(b-^wa/€r) 

(iii) □ together with relevant statement as to the identity of the copy or 
copies with the tables mentioned in left column : 

other (specify)' .5P^rph H^PQJt : 



(ii) 



11. B 



Language of flling of the 
international appHcation: 



French 



Figure of the drawings which 

should accompa ny the abstract: 

Box No. X SIGNATURE OF APPLICANT, AGENT OR COMMON REPRESENTATIVE 
Nexttoeachsigttature,iridicatethenameofthepersonsigningandthecapadty 



(signature) 

Odile OSTERMANN 

authorised signatoiy LES LABORATOIRES SERVIER 



1. 


Date of actual receipt of the purported 
international application: 




2. Drawings: 
1 1 received: 


3. 


Corrected date of actual receipt due to later but 
timely received papers or drawings completing 
the purported international application: 






4. 


Date of timely receipt of the required 
corrections under PCX Article 1 1(2): 






I 1 not received: 


5. 


International Searching Authority 

(if two or more are competent): ISA / 




6. 1 1 Transmittal of search copy delayed 

1 1 until search fee is paid 





For International Bureau use only 



Date of receipt of the record copy 
by the International Bureau: 



Form PCT/RO/IOl (last sheet) (January 2004) 



See Notes to the request form 



